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Abstract 

Valeriana officinalis L. (Valerianaceae) is one of the most widely used plants for 
the treatment of anxiety and insomnia. Usually dry plant extracts, including V. 
officinalis, are hygroscopic materials with poor physico-mechanical properties 
that can be directly compressed. 

A v. officinalis dry extract with moderate hygroscocity is suitable for direct 
compression, and was obtained by using a simple and economical technique. 
The V. officinalis fluid extract was oven-dried with colloidal silicon dioxide as a 
drying adjuvant. The addition of colloidal silicon dioxide resulted in a dry plant 
extract with good physico-mechanical properties for direct compression and 
lower hygroscopicity than the dry extract without the carrier. The dry plant 
extract glass transition temperature was considerably above room temperature 
(about 72 °C). The colloidal silicon dioxide also produced an antiplasticizing 
effect, improving the powder's physical stability. 

The pharmaceutical performance of the prepared V. officinalis dry extract was 
studied through the design of tablets. The manufactured tablets showed good 
compactability, friability, hardness, and disintegration time. Those containing a 
disintegrant (Avicel PH 101) exhibited the best pharmaceutical performance, 
having the lowest disintegration time of around 40 seconds. 
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Introduction 

Pharmaceutical tablets are the principal dosage form for drug delivery, representing two- 
thirds of the global market [1]. The main reasons for their continued popularity are the 
ease of manufacture, convenience of dosing, and large storage stability in comparison with 
liquid and semi-solid formulations. 

Direct compression of the active ingredient with adequate excipients is one of the most 
advantageous processes for tablet manufacture [2, 3]. However, drugs and excipients 
must demonstrate low hygroscopicity and good flowability and compactability for 
successful operation. Hygroscopicity plays an important role in particle-particle interactions 
and may contribute to poor powder flowability as well as negatively affect the material's 
physical and chemical stability [4]. Appropriate flowability is essential to ensure 
homogeneous and rapid flow and, thus, uniformity of dose and weight during die-filling. 
Compactability is necessary for satisfactory tableting (i.e., the powder must remain in the 
compact form once the compression force is removed) [5]. 

In general, dry plant extracts are complex, amorphous, and viscous materials. Due to their 
high affinity for water vapour, dry plant extracts tend to be hygroscopic and tacky and have 
poor physico-mechanical properties [6]. Consequently, the addition of adequate excipients 
and/or the use of appropriate processing technologies prior to direct compression are 
necessary. Besides, phytomedicine tablets usually contain a high dose of the dry plant 
extract; thus, the amount of excipients that can be added becomes a critical issue in order 
to manufacture tablets of reasonable size [7, 8]. Therefore, pre-processing is practically 
mandatory to obtain dry plant extracts suitable for direct compression [9-11]. 

The development of novel materials and products based on plant extracts is relevant due 
to the extensive knowledge of the chemical, pharmacological, and clinical properties of 
herbal medicines [12] and the continuous expansion of the demand for natural products 
[13]. This is particularly the case for Valeriana officinalis L. extracts obtained from the roots 
and rhizomes of the plant [14, 15]. This herbal extract is widely used for the treatment of 
anxiety and insomnia, two common mental health problems in the general population and 
in primary care settings [16]. Sedative activity has been reported for the valerenic acids of 
the extract, being the substances often used as an indicator of quality [17, 18]. The V. 
officinalis dry plant extract is usually formulated in several pharmaceutical solid dosage 
forms, including immediate-release tablets, capsules, swellable pellets, and coated tablets. 
Coated tablets are frequently used to mask its unpleasant smell and taste [16, 19, 20]. 
However, the coating process may increase the tablet weight. Due to its swellable outer 
layer, swellable pellets facilitate swallowing without any unpleasant sensation in the mouth 
[21, 22]. Among all of the feasible dosage forms, tablets can be mass-produced at lower 
costs and processing times [23]. 

The pure dry pulverulent extract of V. officinalis has some stability problems because of its 
hygroscopic characteristics that make the manufacture of tablets difficult. To enhance the 
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powder stability, Wills et al. [24] studied the storage of the material under recommended 
ambient conditions. Another reported approach, adopted by IVIerkel [25], was the 
granulation of a mixture containing one part of the commercial Valerian extract powder 
with two parts of skim milk by using a volatile organic solvent as a binder. The dry granules 
obtained were highly stable regarding hygroscopicity, but had poor flow properties. The 
authors did not deal with the improvement of these properties because the granules were 
not designed for the tablet's preparation. Although these are valuable contributions, to the 
best of our knowledge there is a lack of work involving the development of a V. officinalis 
dry extract with good flowability, storage stability, and compactability. 

Based on the above reasons, the main goal of this work was the production of a V. 
officinalis dry extract suitable for direct compression as well as the pharmaceutical- 
performance evaluation of the tablets specially designed. 

Experimental 
Materials 

Roots and rhizomes of V. officinalis (Drogueria Argentina, Argentine) and colloidal silicon 
dioxide (Cab-O-Sil®, Cabot Argentina, Argentine) were used in the form received from the 
supplier. Distilled water and ethanol 96% (Soria, Argentine) were employed for the 
preparation of the fluid plant extract. 

Lactose monohydrate (DC Lactose: direct-compression grade available as granulated/ 
agglomerated a-lactose monohydrate, containing small amounts of anhydrous lactose), 
dicalcium phosphate dihydrate (Emcompress), microcrystalline cellulose (Avicel PH101), 
and magnesium stearate were purchased from Drogueria Saporiti (Argentine) and were 
used in the form received for the tablets formulations. 

Methods 

Fluid plant extract preparation 

V. officinalis roots and rhizomes were macerated for 72 hours at room temperature in an 
extractive solvent solution of alcohol and water (70:30) under constant stirring, and were 
then filtered. The plant material :extractive solvent ratio was 1kg:5l, according to the 
guidelines given by Andrews and Basu [26]. 

Solid residue (SR) assay 

The SR content of the fluid plant extract was determined by evaporation of the solvent 
under reduced pressure, followed by drying of the residue in an oven at 50 °C to constant 
weight. The experiment was performed in triplicate. The SR was 6.2 ± 0.15 % (w/v). 

V. officinalis dry plant extract production 

Colloidal silicon dioxide was dispersed as the drying adjuvant in the fluid plant extract and 
the prepared dispersion was then oven-dried. The solid concentration of the obtained 
dispersion was 12.4 % (w/v), corresponding to the 1:1 colloidal silicon dioxide:SR ratio. 
Colloidal silicon dioxide is widely used in the pharmaceutical industry because, among 
other functions, it acts as an adsorbent, glidant, and disintegrant agent [27, 28]. The 
quantity of the carrier was selected based on previous studies performed with Melissa 



Sci Pharm. 2012; 80: 1013-1026 



1016 



L. Gallo etal.: 



officinalis, Cardus marianus, Peumus boldus, and Rfiamnus purshiana [29, 30]. The 
solvent was gradually evaporated at room temperature under constant stirring to maintain 
the homogenized dispersion. As soon as the mixture turned semisolid, the final solvent 
evaporation was performed in an oven at 50 °C until weight variation was not detected 
anymore. The temperature was selected according to the drying recommendations given 
in the American Herbal Pharmacopoeia [31]. The obtained powder was milled with mortar 
and pestle, and then screened through a mesh #70. 

In addition, the fluid plant extract without the carrier was oven-drying for comparative 
purposes. 

Dry plant extract powder characterization 

Angle of repose 

The angle of repose was determined through the fixed funnel method. A predefined mass 
of powder was poured through a funnel, which was located at a fixed height above graph 
paper placed on a flat horizontal surface. The height (/?) and radius [r) of the formed 
conical pile were measured. The inverse tangent of the /7/r ratio is the angle of repose [32]. 

Hausner ratio 

To determine the density of the dry plant extract, the powder was gently poured into a 
10 cm^ graduated cylinder. The bulk density (Db) was calculated as the ratio between the 
weight (g) of the sample contained in the cylinder and the volume occupied (10 cm^). To 
establish the tap density (Dr), the cylinder was tapped until no measurable change in 
volume was noticed. The compressibility of the powder was evaluated using the Hausner 
ratio [34], calculated as shown in Eq. 1 : 

Eq. 1 . Hausner ratio = Dj^Db 
Compactability curve 

The dry plant extract alone and with different common excipients, was compressed for 5 
seconds in a hydraulic press (Delfabro) at different forces (10, 15, and 20 kN). The 
hardness of each compact was determined as the average of six measurements using a 
hardness tester (AVIC). 

Moisture sorption 

Samples of 100 mg of the dry plant extract and the dry extract without the carrier (in 
triplicate) were stored at 25 °C in closed recipients containing glycerine-water solutions, 
which were able to keep the relative humidity (RH) constant at different values depending 
on the glycerine-water ratio [35]. The samples were weighed periodically until a constant 
weight was noted, and then the moisture sorption for each RH was calculated. 

Thermal analysis. Glass transition temperature determination 

In order to study the glass transition temperature of dry plant extracts exposed at different 
RH, a differential scanning calorimeter (DSC, Pyris 1 , Perkin Elmer) was used. Samples of 
10 mg of the dry plant extract were placed in aluminum pans and scanned from 30 to 
100 °C at a heating rate of 10 °C/min. The purpose of this first thermal scan was to 
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eliminate the residual moisture that would interfere with the determination of the glass 
transition temperature. Then, the samples were cooled from 100 to 30 °C at a cooling rate 
of 10 °C/min and heated again from 30 to 100 °C at 10 °C/min. The glass transition 
temperature value was determined by the half ACp method [36]. 

Tablets preparation 

The recommended daily dose of V. officinalis dry extracts ranges from 300 to 600 mg [18]. 
For the tablet design, two daily intakes were established. Different excipients, which are 
described below, were physically mixed with the dry plant extract for tablet formulation 
(Table 1). Avicel PH 101, Emcompress, and DC Lactose were particularly selected to 
study their influences on the dry plant extract's physico-mechanical properties and on the 
tablets' compactability, friability, and disintegration time. 

Avicel PH 101 is one of the most widely used filler-binders for direct compression because 
of its excellent compactibility and disintegrant properties. This excipient has poor flow 
properties that can be improved by mixing it with other fillers of good flowability [3]. 

Emcompress is the main common inorganic salt used as a direct compression filler-binder 
due to its good flow properties. This excipient has relatively low compactibility and its 
tablets do not easily disintegrate because Emcompress is a water-insoluble powder. 
Therefore, it is important to add a disintegrant with an active mechanism such as swelling, 
for example Avicel PH 101 [3, 37]. 

Another commonly used excipient for direct compression is DC Lactose due to its good 
flowability. Compared to other filler-binders, DC Lactose exhibits relatively poor binding 
properties. In addition, it is frequently combined with Avicel PH 101 to improve its 
disintegration time [37, 38]. 

Magnesium stearate, usually used as a lubricant, was also included in the formulation to 
prevent sticking to tablet punches and dies during compression. 

The corresponding dose of V. officinalis dry plant extract was blended with the selected 
excipients, except magnesium stearate, for 12 minutes by tumbling. Then, a given amount 
of magnesium stearate was added and further blended for 4 minutes. The powders were 
compacted in an excentric tablet press (SCI , Talleres Sanchez, Argentine) equipped with 
13 mm circular edge punches. 

Tab. 1 . Composition of tablet formulations containing V. officinalis dry plant extract. 





Formulation 1 


Formulation 2 


Formulation 3 


V. officinalis dry plant extract 


300 mg 


300 mg 


300 mg 


Avicel PH 101 




146 mg 


146 mg 


DC Lactose 


146 mg 




146 mg 


Emcompress 


146 mg 


146 mg 




Mg stearate 


8 mg 


8 mg 


8 mg 


Total weight 


600 mg 


600 mg 


600 mg 
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Friability test 

Tablet friability was measured as the percentage of weight loss of 11 tablets (6.5 g in 
weight) tumbled in a friabilator (Scout) [39]. After 5 minutes of rotation at 25 rpm, any loose 
dust was removed and the tablets were reweighted. The weight loss (%Friability) was 
calculated through the following equation: 

Eq. 2. %Friability = x 1 00 



where M/i and H/^were the initial and final weights of all the tablets, respectively [35]. 

Disintegration time 

The disintegration time, which is defined as the time necessary for the complete 
disintegration of tablets, was determined according to FNA [39] (Hanson disintegrator). 
The tests were carried out in 800 ml of distilled water at 37 ± 0.5 °C. For each formulation, 
six randomly selected tablets were tested. 

Results and Discussion 
Dry plant extract characterization 

Table 2 summarizes the angle of repose, Hausner ratio, disintegration time, and 
%Friability for the dry plant extract and the three prepared formulations. The results 
corresponding to the tablet formulations will be discussed in the following sub-section. 



Tab. 2. Physico-mechanical and pharmaceutical properties. V. officinalis dry plant 
extract and proposed tablet formulations. 



Angle of 


Hausner 


Disintegration 


Friability 


repose {°f 


ratio'' 


time 


(%) 


V. officinalis dry plant extract 31 ± 1 


1.21 ±0.05 


180 min 




Formulation 1 30 ± 1 


1.20 ±0.03 


17 min. 


0.55 


Formulation 2 32 ± 2 


1.21 ±0.02 


45 sec. 


0.57 


Formulation 3 33 ± 2 


1.21 ±0.03 


40 sec. 


0.60 


^ The values represent the mean of twenty determinations ± standard deviation; ° The values represent the 


mean of sixteen determinations ± standard deviation. 









The angle of repose and the Hausner ratio have long been used to characterize powder 
flowability. The flow property has been classified by the USP 30-NF 25 [33] in terms of the 
angle of repose and Hausner ratio as follows: excellent (25-30° and 1.00-1.11, 
respectively), good (31-35° and 1.12-1.18), fair (36-40° and 1.19-1.25), and poor (>41° 
and >1 .26). Consequently, the V. Officinalis dry plant extract exhibited fair to good flow 
properties for direct compression. On the other hand, the dry extract without the carrier 
presented a rubbery physical appearance that made the determination of its physico- 
mechanical properties impossible. 
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The V. Officinalis dry plant extract was a highly compactable material. In fact, very high 
hardness values (above 0.2 kN) were obtained after compaction at relatively low 
compression forces (See Figure 1). This behavior could be advantageous from a technical 
point of view. However, the biopharmaceutical performance of the V. Officinalis dry plant 
extract was unacceptable. Indeed, the disintegration time of tablets containing just the dry 
plant extract (see Table 2) was more than 20 minutes, which is the maximum allowable 
value for Valeriana tablets according to the USP 30-NF 25 [33]. 



0,40 -| 




0,00 H 1 1 1 1 1 1 1 1 ' 1 1 

9 10 11 12 13 14 15 16 17 18 19 20 

Compression force (kN) 

— Dry plant extract -b-FI -^f2 ^<-F3 

Fig.1 . Compactibility curves for the dry plant extract and Formulations 1 to 3. 

Generally, increasing the powder's moisture content decreases its ability to flow 
adequately [41]. Figure 2 shows the water sorption of the dry plant extract and the dry 
extract without the drying adjuvant. According to the extent of water uptake after storage 
for one week at different RHs, Callahan et al. [42] proposed the following hygroscopicity 
classification: Class I, non-hygroscopic (no water sorption below 90% RH, and < 20% at 
90% RH); Class II, slightly hygroscopic (no water sorption below 80% RH, and < 40% at 
80% RH); Class III, moderately hygroscopic (< 5% below 60% RH, and < 50% at 80% 
RH); Class IV, very hygroscopic (> 5% below 60% RH). Therefore, the V. officinalis extract 
without the carrier was very hygroscopic (Class IV). In addition, and in agreement with 
reported data [20], the extract began to deliquesce when it was exposed to 40% RH. On 
the other hand, the dry plant extract behaved as a moderately hygroscopic material (Class 
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Ill) and remained as a powder during the whole experiment, without exhibiting any 
apparent physical change. The plant extract was probably trapped within the solid particles 
of the colloidal silicon dioxide, being less available for water sorption [30]. 




Fig. 2. Water sorption of the dry plant extract with and without the carrier. 



Dried herbal extracts are amorphous materials that can exhibit a rubber-like state for 
temperatures higher than a certain critical value, known as the glass transition temperature 
[43]. For this reason, dried herbal extracts become sticky at room temperatures above the 
glass transition. Moreover, water can act as a plasticizer enabling the mobilization of 
amorphous components and, thus, decreases the material glass transition point to be 
below the storage temperature. Figure 3 presents the glass transition temperatures for V. 
officinalis dry plant extracts stored at different RHs. As it can be seen, the glass transition 
point was always well above room temperature and almost constant (about 72 °C). In 
contrast, the dry extract without the carrier showed rubbery characteristics at room 
temperature. Hence, it can be concluded that the addition of colloidal silicon dioxide 
provided an antiplasticizing effect, improving the V. officinalis extract storage stability. 
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Fig. 3. DSC thermograms showing glass transition temperatures of V. officinalis dry 
plant extract stored at different relative humidities. 

Design and pharmaceutical evaluation of tablets formulations 

The addition of Emcompress, DC Lactose, and/or Avicel PH 101 in different proportions 
led to tablets harder than those containing just the V. officinalis dry plant extract (Fig. 1). 
The tablets' hardness was satisfactory for the three proposed formulations. In fact, It was 
above 0.03 kN (i.e., the minimum allowable value) even at the lowest compression force. 

The disintegration time was directly related to the formula composition. The formulations 
containing Avicel PH 101 presented fast disintegration (about 40 and 45 seconds for 
Formulations 3 and 2, respectively). On the other hand, a higher disintegration time which 
was close to the minimum acceptable one was found in the absence of Avicel PH 101 
(Formulation 1, Table 2). As it was previously mentioned, Avicel PH 101 facilitated the 
rupture of tablets by swelling during water sorption. 

The friability test has been designed to evaluate the ability of tablets to withstand abrasion 
during the tablets' post-processing, handling, packaging, and shipping. As indicated by the 
results (Table 2), all of the formulations exhibited weight loss values lower than 1%, thus 
meeting the USP 30-NF 25 Pharmacopoeia requirements. 

According to the USP 30-NF 25 [33], the three designed formulations exhibited fair to good 
flow properties for direct compression (Table 2), with the angle of repose and the Hausner 
ratio values similar to those obtained for the dry plant extract alone. This was an expected 
behavior considering that the dry plant extract and the selected excipients had good 
flowability and compactability. 



Sci Pharm. 2012; 80: 1013-1026 



1022 



L. Gallo etal.: 



In summary, the developed V. officinalis dry plant extract makes a widely demanded and 
accepted active ingredient available, with good flow properties for the manufacture of 
phytomedicine tablets by direct compression. Moreover, an adequate pharmaceutical 
performance is demonstrated through the design of different tablet formulations by the 
addition of common excipients that were rationally selected. 

Conclusions 

The use of colloidal silicon dioxide as the carrier provided a V. officinalis dry plant extract 
with good flow and compactability properties. In addition, the developed dry plant extract 
was moderately hygroscopic in comparison with the highly hygroscopic dry extract without 
the carrier. The presence of colloidal silicon dioxide in the dry plant extract imparted an 
antiplasticizing effect that resulted in an almost constant glass transition temperature (« 
72 °C). Moreover, and due to the considerably high glass transition temperature with 
respect to the room temperature, the obtained V. officinalis dry plant extract can be 
considered as a stable powder. 

The proposed preparation method represents a simple and economic technological 
alternative for improving the V. officinalis dry extract's hygroscopicity and physico- 
mechanical properties. 

The excessive compactability exhibited by the dry plant extract required the addition of 
different excipients for a proper final formulation. The proposed tablet compositions, which 
were designed on a rational selection of excipients with different functionalities, allowed 
the demonstration of the potential use of the V. officinalis dry plant extract as an active 
phytomedicine ingredient. Indeed, the incorporation of the selected excipients led to 
tablets that fulfilled the pharmacopoeia requirements. The inclusion of a disintegrant 
(Avicel PH 101) provided tablets with low disintegration times and, thus, with the best 
pharmaceutical performance. 

Acknowledgement 

Authors express their gratitude for the financial support by the Consejo de Investigaciones 
Cientificas y Tecnicas (CONICET), the Comision de Investigaciones Cientificas (CIC), the 
Agenda Nacional de Promocion Cientifica y Tecnologica Tecnologica, the Universidad 
Nacional del Sur (UNS), and the Universidad Nacional de Cordoba (UNC) of Argentina. 

Authors' Statement 
Competing Interests 

The authors declare no conflict of interest. 

References 

[1] Wu CY, Seville JPK. 

A comparative study of compaction properties of binary and bilayer tablets. 
Powder Technol. 2009; 189: 285-294. 
http://dx.d0i.0rg/l 0. 1 01 6/j.powtec.2008.04.026 



Sol Pharm. 2012; 80: 1013-1026 



Valeriana officinalis Dry Plant Extract for Direct Compression: Preparation and Characterization 1023 



[2] Lieberman HA, Lachman L, Schwartz JB; eds. 
Pharmaceutical Dosage Forms: Tablets. 
2nd ed., New York: Marcel Dekker; 1990. 

[3] Jivraj M, Martini LG, Thomson MC. 

An overview of the different excipients useful for the direct compression of tablets. 
Pharm Sci Technolo Today. 2000; 3: 58-63. 
http://www.ncbi.nlm.nih.gov/pubmed/10664574 

[4] Jin P, Madieh S, Augsburger LL. 

Selectee Physical and Chemical Properties of Feverfew (Tanacetum parthenium) Extracts Important 
for Formulated Product Quality and Performance 
AAPS PharmSciTech. 2007; 9: 22-30. 
http://dx.d0i.0rg/l 0. 1 208/sl 2249-007-901 7-5 

[5] Swarbrick J, Boylan JC. 

Encyclopedia of Pharmaceutical Technology. 
In: Armstrong NA. 

Tablets Manufacture by Direct Compression. 

2nd ed., New York: Marcel Dekker; 2004: 444-445. 

[6] Tong HH, Wong SY, Law MW, Chu KW, Chow AH. 

Anti-hygroscopic effect of dextrans in herbal formulations. 
Int J Pharm. 2008; 363: 99-1 05. 
http://dx.doi.0rg/IO.IOI6/j.ijpharm.20O8.O7.OI6 

[7] Rocksloh K, Rapp FR, Abu Abed S, Muiler W, Reher M, Gauglitz G, Schmidt PC. 

Optimization of crushing strength and disintegration time of a high-dose plant extract tablet by neural 

networks. 

Drug Dev Ind Pharm. 1999; 25: 1015-1025. 
http://dx.d0i.0rg/l 0. 1 081/DDC-1 001 02264 

[8] De Souza TP, Bassani VL, Gonzalez Ortega G, Dalla Costa TCT, Petrovick PR. 

Influence of adjuvants on the dissolution profile of tablets containing high doses of spray-dried extract 
of Maytenus ilicifolia. 
Pharmazie. 2001 ; 56: 730-733. 
http://www.ncbi.nlm.nih.g0v/pubmed/l 1593994 

[9] Palma S, Lujan C, Llabot JM, Barboza G, Manzo RH, Allemandi DA. 

Design of Peumus boldus tablets by direct compression using a novel dry plant extract. 
Int J Pharm. 2002; 233: 191-198. 
http://dx.d0i.0rg/l 0.101 6/S0378-51 73(01 )00940-1 

[1 0] Scares LA, Gonzalez Ortega G, Ros Petrovick P, Schmidt PC. 
Dry Granulation and Compression of Spray-Dried Plant Extracts. 
AAPS PharmSciTech. 2005; 6: 359-366. 
http://dx.d0i.0rg/l 0.1 208/pt060345 

[11] Souza P, Martinez-Pacheco R, Gomez-Amoza JL, Ros Petrovick P. 

Eudragit E as Excipient for Production of Granules and Tablets From Phyllanthus niruri L Spray-Dried 

Extract. 

AAPS PharmSciTech. 2007; 8: E1-E7. 
http://dx.d0i.0rg/l 0. 1 208/pt0802034 

[12] Cahigueral S, Dellacassa E, Bandini AL. 

Plantas Medicinales y fitoterapia: ilndicadores de dependencia 0 factores de desarrollo?. 
Lat Am J Pharm. 2003; 22: 265-278. 

[13] CBl Market Survey, "The market for natural ingredients for Pharmaceuticals in the EU. 
http://www.cbi.eu 

[14] Committeeon Herbal Medicinal Products (HMPC). 
Assessment Report on Valeriana officinalis L., Radix, 
http ://www. em ea.eu ropa. eu 



Sci Pharm. 2012; 80: 1013-1026 



1024 



L. Gallo etal.: 



[15] Chemical Information Review Document for Valerian (Valeriana officinalis L.). 

National Toxicology Program, Chemical Information Review Document for Valerian (Valeriana 

officinalis L.). 

http://ntp.ni8hs.nih.gov 

[16] WHO Monographs on Selected Medicinal Plants. 
Vol. 2, World Health Organization, Geneva, 2002. 

[17] Li S, Han Q, Qiao C, Song J, Cheng CL, Xu H. 

Chemical markers for the quality control of herbal medicines: an overview. 
Chin Med. 2008; 3: 1-16. 
http://dx.d0i.0rg/l 0.11 86/1 749-8546-3-7 

[18] Fernandez-San-Martm Ml, Masa-Font R, Palacios-Soler L, Sancho-Gomez P, Calbo-Caldentey C, 
Flores-Mateo G. 

Effectiveness of Valerian on insomnia: A meta-analysis of randomized placebo-controlled trials. 
Sleep Med. 2010; 11 : 505-511 . 
http://dx.d0i.0rg/l 0.1 01 6/j.sleep.2009.1 2.009 

[19] TorradoJJ. 

In vitro release of valerenic and hydroxyvalerenic acids from tablets. 

Pharmazie. 2003; 58: 636-638. 
http://www.ncbi.nlm.nih.gov/pubmed/14531459 

[20] Sue l-LT, Wang P-H, McDonald Smith L. 

Odor-masking coating for a pharmaceutical preparation. 
U.S. Patent Number: 6,667,059 (2003). 

[21] VentourasK. 

Swellable Pellets. 

U.S.Patent Number: 4,882,169 (1989). 

[22] Gruber P. 

Easy to swallow oral medicament composition. 
U.S. Patent Number 6,709,678 B2 (2004). 

[23] Shayne CG. 

Pharmaceutical Manufacturing Handbook: Production and Processes. 

In: Section 4: Normal Dosage Forms. 

New Jersey, USA: John Wiley & Sons; 2008: 236-237. 

http://dx.doi.org/10.1002/9780470259818 

[24] Wills RBH, Shohet D. 

Changes in valerenic acids content of valerian root (Valeriana officinalis L. s.l.) during long-term 
storage. 

Food Chem. 2009; 115: 250-253. 
http://dx.d0i.0rg/l 0. 1 01 6/j.foodchem.2008. 1 2.01 1 

[25] Merkell H. 

Improvements in or relating to the Granulation of Valerian and Hop Extracts. 
Germany Patent 1 961 ; 865745. 

[26] Andrews M, Basu A. 

Process for the extraction of valerian root. 
United States Patent 2005; 6913770. 

[27] Albertini B, Passerini N, Gonzalez-Rodriguez ML, Perissutti B., Rodriguez L. 
Effect of Aerosil on the properties of lipid controlled release microparticles. 
J Control Release. 2004; 100: 233-246. 
http://dx.d0i.0rg/l 0.101 6/j.jconrel.2004.08.01 3 

[28] Rowe RC, Sheskey PJ, Ouinn ME. 

Handbook of Pharmaceutical Excipients. 

6 th ed., London: Pharmaceutical Press, 2009. 



Sci Pharm. 2012; 80: 1013-1026 



Valeriana officinalis Dry Plant Extract for Direct Compression: Preparation and Characterization 1025 



[29] Palma S, Manzo R, Allemandi D, 

Dry Plant Extract Loaded on Fumed Silica for Direct Compression: Preparation and Preformulation. 

Pharm Dev Technol. 1999; 4: 523-530. 
http://dx.d0i.0rg/l 0.1 081 /PDT-1 001 01 390 

[30] Gallo L, Llabot JM, Allemandi D, Bucala V, Pina J. 

Influence of spray-drying operating conditions on Rhamnus purshiana {Cascara sagrada) extract 

powder physical properties. 

Powder Technol. 201 1 ; 208: 205-214. 

http://dx.d0i.0rg/l 0. 1 01 6/j.powtec.201 0. 1 2.021 

[31] Valerian Root, Valeriana officinalis, Analytical, Quality Control, and Therapeutic Monograph. 
American Herbal Pharmacopoeia and Therapeutic Compendium. 
Santa Cruz USA: CA 95063, 1999. 

[32] Rattes ALR, Oliveira WP. 

Spray drying conditions and encapsulating composition effects on formation and properties of sodium 
diclofenac microparticles. 
Powder Technol. 2007; 171 : 7-14. 
http://dx.d0i.0rg/l 0. 1 01 6/j.powtec.2006.09.007 

[33] United States Pharmacopeia and National Formulary. USP 30-NF 25. 
The United States Pharmacopeial Convention, Inc.: Rockville, MD. 2007. 

[34] Schussele A, Bauer-Brandl A. 

Note on the measurement of flowability according to the European Pharmacopoeia. 
Int J Pharm. 2003; 257: 301-304. 
http://dx.d0i.0rg/l 0. 1 01 6/S0378-51 73(03)001 42-X 

[35] Deutsche Normen. 

Constant Test Atmospheres over Aqueous Solutions, 1981 . 

[36] Shrestha AK, Howes T, Adhikari BP, Bhandari B. 

Water sorption and glass transition properties of spray dried lactose hydrolysed skim milk powder. 
LWT Food Sci Technol. 2007; 40: 1593-1600. 
http://dx.d0i.0rg/l 0.101 6/j.lwt.2006. 1 1 .003 

[37] Banker GS, Rhodes CT; eds. 
Modern Pharmaceutics. 
In: Kottke MK, Rudnc Em. 
Tablets Dosage Forms. 
4th ed.. New York: Marcel Dekker Inc. 2002. 

[38] Gohel MC. 

A review of co-processed directly compressible excipients. 
J Pharm Pharm Sci. 2005; 1 : 76-93. 
http://www.ncbi.nlm.nih.g0v/pubmed/l 5946601 

[39] Farmacopea Nacional Argentina, 7 th ed.. Vol. 1 . 

Ministerio de Salud de la Naci6n, Buenos Aires, 2003. 

[40] Sinha VR, Agrawal MK, Kumria R. 

Influence of Formulation and Excipient Variables on the Pellet Properties Prepared by Extrusion 

Spheronization. 

Curr Drug Deliv. 2005; 2: 1-8. 

http://dx.d0i.0rg/l 0.21 74/1 567201 052772898 

[41] Sablani SS, Shrestha AK, Bhandari BR. 

A new method of producing date powder granules: Physicochemical characteristics of powder. 
J Food Eng. 2008; 87: 416^21. 
http://dx.d0i.0rg/l 0.101 6/j.jfoodeng.2007. 1 2.024 



Sci Pharm. 2012; 80: 1013-1026 



1026 



L. Gallo etal.: 



[42] Callahan JC, Cleary GW, Elefant M, Kaplan G. 

Equilibrium moisture content of pharmaceutical excipients. 

Drug Dev Ind Pharm. 1982; 3: 355-369. 
http://dx.d0i.0rg/l 0.31 09/036390482090221 05 

[43] Schuck P, Blanchard E, Dolivet A, Mejean S, Onillon E, Jeantet R. 
Water activity and glass transition in dairy ingredients. 
Lait. 2005; 85: 295-304. 
http://dx.doi.Org/10.1051/lait:2005020 



Sci Pharm. 2012; 80: 1013-1026 



